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[mm^] mmm' ■ 

im-^-^U TIB^ (I) : 

^ o 

CH2-0~C-R 

3 0 omAvt^ L < it^mvtr}v^cz)vm. xnRmwc 2-30 oeii^^ t < 

[«^:^2] Tlfi^ (I) t::43V^T. R^^^-CisHai. - (CH2) 7CH 
= CHC6Hi3. Xit- (CH2) 7CH = CHC8Hi7'e^^vlfc^#^i:i-^. 
i»^:®ilc|am<7)jb'8-tio 

m^ms] rm^ (i d : 

lit 2] 

o 

^. . II 

CH2-0-C-R 

CH-CH2^^^0 (II) 
R{±> Rm^i~3 0<^ii:iftjK^L<{i^iK^T;v^;i/*. Rf^l^2~ 

3 0 <DumvmL< {±^i1!£^t;v<>--;v*, xii>Rm^2 -30 <Dmm^\^< 



^--J : 1/ 
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^^^ 0 0 2- 1 6 9 7 4 3 ^ ^-'J 2/ 

CH2-OH 
I 

CH-CH2^p^O (HI) 
CH2-0^ ^OCHa 
l»^:®5] Tia^ (IV) t^^^ii^it^mo 

V-CH2P(0)(OCH3)2 (IV) 

11*^:^6] Tlfi^ (I) • 

O 

CH2-O-C-R 




CH-CH2^p^O ( 1) 
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[0 0 0 1] 

^ o 

[0 0 0 21 

U V5J^^7Tf->^>^ (LPA> lysophosphatidic acid) ^i^^^^^lT^ 

vymm<o^'^mii>^m^j:mm^n'^r^^. ^xyj^v^m (pa) ^-^.^') 
mT^^*5i6T^'&<. i98o^>ft*-e{±^i^. V yfim^'km.<7)rpfm^^m 

tL (Moolenaar,W.H. : Exp. Cell Res. 253.230-238 (1999)) . ^hiZ^ mmm 
±(DmML'7)^^i^0^^i>^^'^^^^'^^'^'^ (Guo,Z..11fc, Proc. Natl. Acad. Sci. US 
A 93. 14367-14372 (1996) ; Hecht. J.H.,>(ifc. J.Cell Biol. 135.1071-1083(1996) 
;An.S.,'ffe. J.Biol. Chem. 273,7906-7910(1998); Bandoh. K. . -ffe, J.Biol. Chem 
274. 27776-27785 (1999) ; Rmm,D-S.M, Mo 1. Pharmacol. 57,753-759 (20 

00)) , mmv>mMtLxmE^fi^^')i-^^-^^^o 

[0 0 0 3] 

LPA{±. mmmiz.iioxm^^j^i^m^m^m^irmmhfi^o mm<ommi& 

m (van Corven.E.J..^1ii. Cell 59.45-54 (1989)) ^m^<^Wl^ (Umansky.S. 
R.,m, Cell Death Diff. 4.608-616 (1997)) t^iDx.. j&^^AG^ ^^-^^ n<D 
-'DX^^mio^^LfzZ^^^M^m^<D^mtKX-oX. m#^<^^<b=irS 

^^^«ll*3lt^:^ M^^'7T^>'^'-<^0E (Gohla.A.Jfe. J.Biol. Chem 
. 273.4653-4659 (1998)) ^mmmz-^^f ^^m^n<Dvm (Tigyi,G..>fi!l. 
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^1^2 0 0 2-1 6 9 7 4 3 ^--J I 4/ 

J.Biol. Chem. 267,21360-21367 (1992) ; Jalink.K. Jtfc, Cell Growth & Differ 
. 4,247-^255 (1993) ; Jal ink, K. , Hfc. J. Cell Biol. 126,801-810 (1994) I RXf 
Tigyi,G..'flfc,J.Neurochem. 66.537-548 (1996)) . ^gm^^Sfl (Imamura, F. , # 
. Biochem.Biophym.Res.Coimnun. 193,497-503 (1993); 0* Connor, K. L. . -ffe. J.C 
ell Biol. 143,1749-1760 (1998) ; Stam, J.C. ,m, EMBO J. 17,4066-4074 (1998 
))55;h'?ril^1-^o 
[0 0 0 4] 

— 1992^l::(±> K'ft^ifeBPhysarum polycephalumO^^tB'^^ ^ VTp?->''^*^ 

jtomm'^mn^mmmjm^^^^fi^^- ^m-mm^t^fz (Murakami-Mur 

ofushi,K..>flfc, J.Biol.Chem. 267.21512-21517 (1992)) o ^KDmMii^')^^ 
;^m76-'m^J^^^^^^'^t/c%K-e*^-t^-^:b^-l) (mi) > Physarumfi* 

[0 0 0 5]' 

PHYLPA^%n-m KS^mm ^^S&flSm* ^"T S ^ . '5:flg0mtC«m L 

';>m»^#-^Ii'A«m#^=Sr«t'C. m^l^^^^r^v^^m (cPA. cyclic pho 
sphatidic acid) i:P^^W^ (121 1 ) o ^(Dc?Mm^. ^^^.m^^^T }Vf 
^-y\,Z^^LfzJ^X-1^lii^fl (Kobayashi.T..'(&, Life Sciences 65,2185-2191 
(1999)) > l2;<^tJ#l-#^-t^ifc*^^^b:&>lc^oy::o tfz. COt^^m^ 

%^fZo ifiLVt<?5^iil. 9^>' ^^y:^7(7)flg■T?^cPA0^^76^^t^^^tt, Tigyiibiitfc 
.j7'9-iP0:^MI^^7*;Hci3V>-C. M7K-^MIt?^'=ft^^ cPA=J:'^tf-'i^<7)LPA^ 
^#=&mffit-CV^^ (Liliom.K.,'f&. Am. J.Physiol. 274, C1065-C1074 (1998) 

) o 
[0 0 0 61 
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rakami-Murofushi,K..'ftfc. Cell Struct.Funct. 18.363-370 (1993)) o dO^^ffl 
[0 0 0 7] 

-C C tL^ < 3^ ^9 (Murakami-Murofushi. K. , Cel 1 Struct. Funct. 

18,363-370 (1993)) . c?ki±mmm±<r>^mi^'^iff\^'ccB^+m^m^j:rr^}^ 

pi^^_^f<7)-^-|4/f(^^j:p$IJt-^ifc5{)«^$ttT*3l9 (Hordijk,P.L.,'f&, J.Biol. C 
hem. 269,3534-3538 (1994) ; RXmo^e.L.R. J.Biol. Chem. 268,20717-2072 
0 (1993)) . C<D^ti}K it^m#l-^=&56^'^'^tg14^^^'^^^^-° 

-CV^So cPA^Onn vitrot\ iaflajg«a=&$imi-'2>cdc25^i^X "7 r ^ — OfS 

44,1118-1125 (1999)) ^ :i(D^Lt7l)^h. cPA^^ iiH&I^±<^^##=^:^^ 

[0 0 0 8] 

tfz. sia.m^m^Lfzi^^'^^mLtzmm^mm.'c-it, lpa. cpa^ic, mmn 

: ;|^^ 44.1118-1125 (1999)) o ^<D^^\t. cPA i^LYkhn 

. Mm^##--<^^'^^^t-CRhoS:tStt'fl:'t-^-i:t?. ^<^f^ffl=&5li 

[0 0 0 91 
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(Mukai,M. Int.J.Cancer 81,918-922 (1999)) o 

--taipL^ ^^xmmLxm^M:^i'^^o inviuox^comwi^mm-r^fzib 

X^:hm^^^m^Lfz{Akedo,E.M, Cancer Res. 46,2416-2422 (1986) )o ® 

•t:hmm^ifm\^^^fi^i>K ^<DijmKMLxc<Dm±. in vwo^ x < Km-t 

KMm't'Bm i: 1"^ '^.0 1 1 ^ v> ^ CO t y^^^^ ^ o AH-130«c7>l^?*iH14^' n - >- 
(MMl) ^<OrI:plcjflL?t=^ie:^^i:L. JflL?t^oai|>(£ii£^®<J5;^^<;o^m> 
< t ^> -eo -t, <^>— 0;6UPAt?^ i: 5&^?§ t> :d^lC ^ o (Imamura. F. . k, 
Biochein.Biophym.Res.Commun. 193,497-503 (1993)) o ^(D^tsb^h^ LPA^^t 

mm-t^ ^ t ^^^\^^fz $ i^lfzo < oj&^o, sn-Hi ic^^ ;g, Jigfl;^^:^^^'^ L fzW 

mi^^^mi^. ^<Dm:mnmm^^m^fzt^:b. pai-cPA:;5«s^5Sv^^iiwJ^ 

^^-^Vmm^mmm (HT-1080) OrSfsH. Pal-cPAm:oT^^tcJCp$IJ$tLfc ( 
Mukai,M.,'f&, Int. J. Cancer 81,918-922 (1999)) o 
[0 0 I 01 

MMi«ic:j3 v^T ^) . Pai-cPA<^^*nfr- i o xm^iHcm^mitm.'^<D d % twJt 

LPA*^TtC43V^T^C:,0^5[j:f:{i^t?^'&/$^ofc (Mukai,M.,jfe, Int.J.Ca 
near 81,918-922 (1999)) o ^^xmmncmm.m.^±^^^^^^mw\^fz 
LPAil^^o^iP|{i?p$U$*i-/v:o $e>lc, c:tt^>(^)^^Pal-cPA<^»n 
t;J:o-C> LPAl3j:^RhoOMtt;6^m#$tL^Cli::&s^$tt7t(Mukai.M.,'ftfe, FEES 
Utters 484,69-73 (2000))o Z.^h<D:L ti)^h^ ^(OmWiU (MMl) tC^V^T 
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i> . cPA{i^J!ai^cAMP^E*±#^-^^ C: i: J; o T. cAMP-dependent Protein 
Kinase A (A^^-- ^f) Offitt'fb^i^L'CRho^D^tt^iaW U Sil^^PM-r^nT 

[0 0 11] 

mmm^ t j: ^ t -r ^ mmi 

h lt&.m V -fe n - ;V#:^<^ sn-3^O0^CH2 t fv:^t>c4^ 
;^ 7 T ^ Z^mmmiif'^^m t . ^mil^#:7&505fflJ!a«^^iPI ^«I^J § ^ i i: ^ 
^iELTV^^ (#^2 0 0 1 - 1 5 0 6 8 5-f-) o ^^^m-Cit. V')^u-)V% 
%(D sn-2fico0 CH2 l^em L /iffM^^^t ^t" ^ ti "7 T v > 

[0 0 121 

[MM ^ ^^-r a i6 O^mi 

^^r-^^-t^/ii^tci^m^tlttfc^:^. Dubois f><^:^^ (Dubois J. et al.,Te 
trahedron, 47, 1001 (1991) ) Lfz3 ^imVC^^ =SrM5N-i^Mv^-CArb 

uzov.KJS=^^foT (2, 2-v^^;V- [1, 3] vrt^-^-v- 5 - 

XJ^p-h X)\^:^^yWt^^fl^ t^KJ^^^^^ ^ tKX ^ ^ (2 h^~>-2 
-^^V-2 15- [l^ 2] 3^-^•^^^^:;^:*:^>'-4-'f >t -;W=Sr'^^ 

U -t n-;i/#^&<Dsn-2eo0^CH2t-fiJ^L;t:«ii^^t-'i>3^^l^5j^J^ "7 r ^i^^^ 

^^m^X;ii)^o -e-LT. #<btLfc:^;u/N*3^:|;^j^x-77^y>mil^#^=S:in vit 

[0 0 13] 

IIP^^ :^mMKJ^M. TIB^ (I) : 
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me] 



O 

CH2-O-C-R 



CH-CH2^p^O ( , ) 
CH2-0^ ^OM 



3 0 (DmmmL< it^m^r}v^:^)i^m. xit^m^2 -so oisii^i^^L < 

[0 0 14] 

$f$t<«. TfS^ (I) tcisV^T. R{i-Ci5H3i. - (CH2) 7CH = C 
HC6H13. Xii- (CH2) 7CH = CHC8Hi7'C2b'5)o 
[0 0 15] 

:^mM<7)^mmmKXfni. tib^ (id: 
['fb?] 

o 

^. . II 

CH2-0-C-R 



CH-CH2^p^O (II) 
CH2-0^ ^OCHa 

3 0 <?)ililjyt^ t < }i^ii!£*'cT;i'^-;i/*. X{iR^m2 - 3 0 (Dmm^ L < 
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[0 0 161 



CH2-0H 



CH-CH2^^0 (|„) 



CH2-O ^OCHa 
[0 0 1 7] '. 

2is:^5g<7)$f>tcSljOll!IMlwJ:*L{f. TIB^ (IV) X-^^tt^^t^m^^mm^ 

Hb9] 

V-CH2P(0)(OCH3)2 (IV) 

[0 0 18] 

[<bio] 

o 

CH2-0-C-R 




CH-CH2^ O CI) 



CH2-O ^OM 



3 0 (Dum.^^L< ii^mkrj^^^=-}]^m. xitRm^2 -so <oum^^L< 
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[0 0 19] 
lO 0 2 01 

:^^m<D^ibiz^\i(DmmKxni^^ ±15^ (i) x-^^fi:h^t^m<o. mm ( 

[0 0 2 1] 

:$i^m<D>{t^mt. TIB^ (I) : 
l^kii] 



U4'> Rli> >^^i6:l~3 0<^>itiW^L<fi:53*il!J>bcT;i'^;H&. >^^l^2~ 
3 0<7)itlI^I:^c^b<(i55-ii!Jt>tT;v<^^;i/*. XliRm^2-3 0<Dmm^i.< 

[0 0 2 2] 



O 

CH2-O-C-R 



CH-CH 




CH2-O 



OM 
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^}V&<DM^mtl.xit. m^i^> j^^;V'^> y'u}£)V&^ y^jvm 

, ^y-^;^*. ^rJ'^^m. 7"v';w*. 

K7'v;v^. bV"7'>^;i'*. •rh^T''>;v*^ ^v^^-fv^v*. ^ 
ilr-^-T'v^V*. ^-/iS^T-'v;!/*. ^T*v;V*. y•:^T'v;^*^ a^>r:3i/;vs 

[0 0 2 3] 

iiLTJi. mK.lf. TV;^^^ t't"-;!^*. r^^T-^;v*> r-b^;!/^. Kr-*:^ 

-ir-;v^. 8-'!7>T'-fe^;i'»> 8 - K-7'-t^;v^. 8 - h V T'-lr^;HI. 8- 
X h^T'-fe— 8-^>iJ^T'-fe^;V». 8 -^^'9-T'-lr^;V*. 8-^7^^ 
T-*-b^;i/^^ 8 -^^^■T'-t^;^^^ 8 =r-t^;U'S> 8 - Kr!>t^;i/^, ^ 
T'^' 7=^557-8, 1 ^':f^rij-s, 11, 14-hV^^;i'« 

. y>^7='??7-4, 7, 10, 1 S-x h y't-T':^-4, 7, 10, 

13, 1 6— ^-=3-9— 3, 6, 9, 12, 15, 18-^^ 

[0 0 2 4] . 

. 8- Kn'>^;v*> -^y ^7^:^7-8, 1 1 -v^-r-;v*^^:'56sWbtt;5)o 
[0 0 2 5] 

;i/?&>'3^{±. H@;^)l±o^•r^J^.^^'^^WC^ J; <. -g-o J: ^ j&M^ LTfi 
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[0 0 2 6] 

^mhLX\,±. mk\t. ^>-t*>3^. -i-y^Xy-y^^ y^>w. f- 

[0 0 2 7] 

^ o 

[0 0 2 8] 

o 

[0 02 9] 

2^^?g(i$^>iw, ±15^ (II) (^cfj, R{i, RmWii-z oommm^i. 

(1 1 1) x^^fi^h^t^^. ^mzTU^ (IV) xm^fi^it^mi,:im-t;h 
^ (I I) . ^ (1 1 1) xi±^ (IV) x^-^Mit^mit. ^ U) xm 



V 
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[0 0 3 0] 

m\H<Di><Dxh^o 

[0 0 3 1] 
[0 0 3 21 

10 0 3 3] 

(1) m-Jim: 

Ih^^t^^tLXitduhois h(D-^^ (Dubois J. et al. .Tetrahedron, 47, 100 

1 (1991) . ) tc^o T-^^ Lfc 3 ^itmit^m {.\>xr<ommm\z%^m<r> B^itmi 

t') Xnm-t^^tKX^ (2, 2->^^^;V- [1, 3] v:t^^f>-5-^ 
-^x.i^>'^>^^^;va^;^-r;v (fi|lt>. ^ (IV) <D^t^m) 

[0 0 3 4] 
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• (2) 

±fe^— XSt:1#/c (2, 2-i^^^;i/- [1, 3] i/*:^^^*-^- S-'f 
- h;vjiLV;^;v>^>'m7K^tf«:iDx.. mm^J^m^ (Mx.{^. 3 0^:i-^10^P^ 

-t'^m^J^f) -effl^f -SCill-J: (2-^ h^v-2-:^-^y-2 1 5- [ 

1.2] v-4 --f p<^5'y-;v (fip*>, ^ (I I I) (Dit^ 

[0 0 3 5] 

(3) m^-xM 

±fB^z:Xj@-e#fv: (2 -p?" h^v-2-*^V-2 15- [1. 2] 

^7.^^yy-A-^)\y) ?i ^ y ~)V^i^^ uuji^>},zmML. DMAP . mWiB. 

is^xmsc^miuL. mWLxKJZ^^^^ho vidT-fflv^^jiiMmt l-c}±. -e^n 
^t^^tKxy), mt^::^^>m^:^7')^ ^ (i i) <D^t^m) ^m- 

h^hii^X^^ho 
[0 0 3 6] 

(4) ^mjM 

±fB^HX^-et#fc^ (II) x^'^fi:hW^'^-:^^-yW.^:^'r)V^-J^x2u 
y \ ^m^'f-)^=2 : U m^i^x^xiuit-)\/2>. : ^ ^y-;v=5 : itit)xm^ir 
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[0 0 3 7] 

o 

7^:ie>tC'eeffli-^ ;iti)^X*^^o 

[0 0 3 8] 
[0 0 3 9] 

:^mn(Dmmx^w.-r^^^ m<r>mm\tm\' itm^^f^-f. M.'&.mm'Rxfw.'&L 

^m. mm. -kMm. mm. i^mm. %mm. ^^mm. wMmm. mmm. mm 
m. m^m. %m. umm. mmm. ^%mm. ±Mm. ^m. umm. umm 
^ mmm. mm.m. ^mm. ^'g0> ^t^sa^g. mmm. 

#pfeiM. mnm. jmm. mmMmm. ^jt#^^. ^m^w^m. ^mm^m 

[0 0 4 0] 
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^m. n^'&.^mm. fe#tt#M^. n^'&mmm. u^m^mm. B.mmmm 

nxi>h^. m#<?>^^ra?rM«t. i^^^=S:ii5*i)^Ct;6-^#$tL^o 
[0 0 4 1] 

^mn<Dum-^i}mntLxm.mt^w^^. ^^<^it^m^. mmx^mm. 
WLmmmm. ^w<mm'^'^^mm^£iftm.^^t>^xm^^^^t^^x^:ho 

) ^^m-r^^ti)^x^hm^^^^o 

[0 0 4 2] 

^xh^-WL"^ (I) x7^^fiM\:'^mt-^'^tsmmmMm<D'fmx^^-r^^ 

[0 0 4 3] 

:^^m<ommii> m^<r>j^mx^^ir^^t-^^x^. man^xi^^mun.-^ 
m^if. mmn< mm\H. &rxit^p^m^<7)mm. iSMi*i^-^. mmi^^ 
^j:t') xi>x^^o ma^-^Km-r^Mmm.mmtLxii. m^if. mm. m^tm 

ma^^izm-t^mmm.mmtLxii. mx.i£. mmm. mmi. 



aiiE# 2003-3054724 



^^^ 0 0 2- 1 6 9 7 4 3 ^ ^-i^ : 17/ 

[0 0 4 4] 

a-7-^>vM. mmmximmnmu mmm. 

[0 0 4 51 

[0 0 4 6] 
[0 0 4 7] 

^^momm<D^-^mimm<o^u. m^. mvt. w^^mm^j: 

)^^(7)Mt tn //g/k gyfi^h 1,0 0 Omg/k g^Jg<0|gHt?^ . 

L< {± 1 0;« g/k g:^-^ 1 Omg/k g^mo^ffl-e^>i>o ±f2l^#SO^^J 
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[0 0 4 81 

immm] 
^mmi : 

(1) (2, 2-i^^^;v- [1. 3] s-'f 

[0 0 4 9] 

['fbi 2] 

P(0Me)3 



^Pa P(OMe)3 o-\ 

>< J-CH2I >< _)-CH2P(0)(OMe)2 

^ reflux 



[0 0 5 0] 

Dubois ^(D:^^ (Dubois J. et al Tetrahedron, 47, 1001 (1991) . ) tct^oT 
3'^'fbi^I .(1.12g,4.62imnol)tcMi; V ^^;V8.6inLi^iD£. 14^F^. 130 

. MJ±m^^tfv\ 1; ^^;v=&i^*L/io mm^i^v ^y)i^ 

ff^j^^u-^y-^^y (i5^nn^;i/A : p{ iJ'y-;i/=i5 : 1) -effl®iL> Ji^ 
;^J^:^m2 (986n«.90%)=lrt#fCo tLfc2^'e<^t * ^OKlStcMv^Tto 

[0 0 5 1] 
Rflit : 0.33 (Hexane : AcOEt = 1:1) 
iH-NMR (270MHz) 
8 : 1.42 (s. 6H, IP) 

1.81 (dd, 2H. J = 18.87. 6.93Hz, CI^P(O) (0Me)2) 
1.92-2.21 (m, IH, H-2) 
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3.66 (dd, 2H. J = 12.05, 7.10Hz, H-3) 
3.78 (d, 6H. J = 11.22Hz, P(0) (0CH2)2) 
4.02 (dd, 2Hxl/2, J = 11.87, 1.32Hz, H-3) 
4.17 (dd, 2Hxl/2, J = 14.68. 7.09Hz, H-3) 
[0 0 5 2] 

(2) (2-^ h^v-2-:t^y-2 1 5- [i> 2] t^-^^^:^^y>-4: . 

[0 0 5 31 
[<bl3l 



/^■TsOH,MeOH 

>< _)-CH2P(0)(OMe)2 ^ 

O Toluene MeO^^-^-J 

reflux 



I— OH 



2 

[0 0 5 4]. 

^:^^yB2 (76.4mg,0.32nmiol) =1: ^;^^:^3.8mL^Cv§y^^^L^ ^ / - ;^0. 13iiiL 
iSXZf^ p-h;l'ai>;^;VJ}^>'^fOtri4.0mg (0.23eq)^iJDx.. 2B#m5^0-]!jn^® 

•ryif^y^- (i^nn^;VA : p< iJ'y ~;V=15 : l) X-mML. m.^^^^^^ 
(40. 3mg, 76%) <S:#fCo 

[0 0 5 5] 
Rf^ : 0.57 (CHCI3 : MeOH = 4:1) 
iH-NMR (300MHz) 
d: 1.73 - 2.12 (m, 2H, H-4) 
2.69-2.87 (m, IH, H-2) 
3.66 (d, 2H, J = 6.43Hz, H-l) 
3.78 (dd. 3H, J = 0.55, 11.02Hz, OCH3) 
3.83-4.40 (m, 2H, H-3) 

[0 0 5 6] 

(3) 9-^^i'r'tym2-J^ V^i^-2-t^V-2 A 5- [1,2] ^■9-4^;^ 

jj: 7 > - 4 - ;v p{ ^^i/ 7- 
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[0 0 5 7] 

mi 4] 



Oleic acid 
WSCJ>MAP 




MeO"^ 




C3H2a2 
0*Ctor.t 



MeO^'^^O— ' 
R = (CH2)7CH=CH(CH2)7CH3 
4 



3 



[0 0 5 81 

m.^^- ;^ ^ (8. 4mg, 0. OSlmmol) ^-J^uu^^ ^SaLKmM t . or-t^DMA 
P (1.9mg.p.3eq). irU^>m. (I8.6mg, 1.3eQ)> WSC (l9.4mg, 2eq) =Srlinx-. 

= i:i) X-mUL. m.^^^:^^>'M^:^'T)V4: (15.6mg,72%) ^#/Co 

T-;KR=(CH2)i4CH3, 89.7mg, 51%). /n';1/^. h V-T >m^:^"r;l^(R=(CH2)7CH=CH( 
CH2)5CH3, 89.6mg, 35%)*#f^o 
[0 0 5 9] 

4-1 :^Mj:.;^t-;V' 

Rf-fit : 0.23 (Benzene : AcOEt = 1:1) 

iH-NMR (500MHz) 

a : .0.88 (t, 3H. J = 6.87, H-18') 

1.26-1.30 (m, 20H, H-4'-7*,H-12'-17') 

1.60-1.63 (m, 2H, H-3') 

1.66-1.77 (m, 2Hxl/2, H-4) 

1.99-2.03 (m, 4H, H-8',H-11') 

2.04-2.13 (m, 2Hxl/2, H-4) 

2.32 (t, 2H. J = 7.48Hz, H-2') 

2.82-2.99 (m, IH, H-2) 

3.80 (dd, 3H, ,J = 11.14, 4.12Hz. OCH3) 
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3.76-4.35 (m, 4H. H-l,H-3) 
5.31-5.38 (m, 2H, H-9',H-10*) 

[0 0 6 01 
4-2 ^^)V^'f^'yWl^:^-T)V 
Rm : 0.25 (Hexane : AcOEt = 1:2) 
iH-NMR (400MHz) 

3 : 0.88 (t, 3H, J = 6.83Hz, H-16') 
1.25-1.28 (m. 24H. H-4'-15') 

1.59- 1.63 (m, 2H, H-3') 
1.67-1.78 (m, 2Hxl/2, H-4) 
1.98-2.13 (m, 2Hxl/2, H-4) 
2.32 (t, 2H, J = 7.55Hz. H-2') 

2.83- 2.92 (m, IH, H-2) 

3.80 (dd, 3H, J = 11.23. 3.16Hz, OCH3) 
3.94-4.36 (m. 4H. H-l,H-3) 

[0 0 6 1] 
4-3 5 Mx^ 

iH-NMR (500MHz) 

S : 0.88 (t. 3H. J = 6.83Hz, H-16') 
1.28-1.30 (m, 16H. H-4'-7' ,H-12*-15') 

1.60- 1.61 (m, 2H, H-3') 
1.65-1.78 (m, 2Hxl/2, H-4) 
2.01-2.02 (m, 4H, H-8',H-11*) 
2.05-2.13 (m, 2Hxl/2, H-4) 
2.32 (t, 2H, J = 7.43Hz, H-2') 

2.84- 2.96 (m, IH, H-2) 

3.80 (dd, 3H, ,J = 11.09, 3.30Hz, OCH3) 
3.72-4.36 (m, 4H, H-l,H-3) 
5.30-5.39 (m, 2H, H-9',H-10') 
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[0 0 6 2] 

(4) 9-:i-^ ^•r'ty'm2-\^ Vu^z^-2-:t^y-2 A 5- [1, 2] ^t-^^fj^ 
[0 0 6 3] 



[<tl 5] 



o 

II 

)-C— R 



R = (CH2)7CH=CH(CH2)7CH3 
4 



TMSBr 



CH2a2 
-15^: 



HO"'^^— ' 



O 

-i-R 



R = (CH2)7CH=CH(CH2)7CH3 
5 

2-tf-carba-cPA 



[0 0 6 4] 

m^^:^ ^ yW.^:^ T ;W (33. 3mg. 0. 077minol) ^-J^uu;^^ ^4mLtl'^M L 

: i^^ai^;l/=2 : l-^^nn.-}x;VA : ^ ^y-;l/=5 : 2-0-car 
ba-cPA 5 (l2.1mg,38%)^#fCo 

;V(R=(CH2)7CH=CH(CH2)5CH3)«:^»$-^. 2-0-carba-cPA 5<D. 
j^:^T-;v(3.5ing. 10%), /n";^^ h ;x^Ji;^T-;v(3.4mg,8%) trtf/io 

[0 0 6 5] 
5-1 2-0-carba-cPA V 4 ^^.^7^7- )\/ 
Rf'H : 0.26 (CHCI3 : MeOH : H2O = 60:20:3) 
iH-NMR (500MHz) 8 \ 0.88 (t, 3H. J = 6.88Hz, H-18') 
1.26-1.30 (m, 20H, H-4'-7* ,H-12'-17' ) 
1.60-1.61 (m. 2H, H-3') 
1.70-1.77 (m. 2Hxl/2. H-4) 
1.99-2.03 (m, 4H, H-8*,H-n') 
2.04-2.09 (m, 2Hxl/2, H-4) 
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2.31 (t, 2H, J = 7.48Hz, H-2') 

2.90- 2.91 (m, IH, H-2) 
3.92-4.29 (m, 4H, H-l,H-3) 
5.31-5.38 (m, 2H, H-9',H-10') 

[0 0 6 6] 

5-2 2-0-carba-cPA ^'^)V^^yM^:^y-J^ 

iH-NMR (400MHz) $ : 0.88 (t, 3H, J = 6.71Hz, H-16') 

1.26 (m, 24H, H-4'-15') 

1.59-1.63 (m. 2H, H-3') 

1.70-1.80 (m, 2Hxl/2, H-4) 

2.04- 2.13 (m, 2Hxl/2, H-4) 
2.31 (t, 2H, J = 7.63Hz, H-2') 
2.86-2.96 (m, IH, H-2) 

3.91- 4.32 (m, 4H, H-l,H-3) 
[0 0 6 7] 

5-3 2-0-carba-cPA 5 h V ^ T^TJl^ 

iH-NMR (500MHz) S : 0.88 (t, 3H, J = 6.85Hz. H-16') 

1.26-1.30 (m/l6H, H-4'-7\H-12'-15* ) 

1.61 (m, 2H, H-3') ' 

1.70-1.78 (m, 2Hxl/2, H-4) 

1.99-2.03 (m, 4H, H-8*,H-11') 

2.05- 2.12 (m, 2Hxl/2, H-4) 
2.31 (t, 2H, J = 7.65Hz, H-2') 
2.85-2.95 (m, IH, H-2) 
3.91-4.31 (m, 4H. H-l.H-3) 
5.31-5.38 (m, 2H. H-9',H-10'.) 

[0 0 6 8] 
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iS^5V:^«fe (^«;';^^) ^T^inLT^vr-f-iJ^JVMEMl (-«yJ^^) ic, 10%FBS=l:in 
K.fz^r-( 37°C > 5%C02<^#ftT -t?:^« L fz o — r5^« t T n > "7 ;V 

Y ix-^^tzM^m(D^^m.^. m.mry't^Km^^fzo 

f>t3j:oT?|jL$tt (Int.J. Cancer : 81,918-922(1999)) , ;^flSlt l^#<^^ 
^TX^mLfZo 
[0 0 6 9] 

In vitroSilT^y-fe-f {i> ^^1^ J: I) FJH^ tt/c(Cancer Res. 46,2416-242 
2(1986))o n^^;^^:-^ h tc^;?>t-eWr/::ft'j^«lllC, 25/uMLPA (SIGMA) 
#^TT% MMim^*«^#L> 111 1 tw^L/c#SOcPA^^SPL7^:o 37X:> 5 
%C02<^^^TX20V^m^^Lfz(D%. 10%J^;V7U ;y-T?@^LT. -giffiMMISfc 
MTt?^ ^mi^fzmimJk(0:::iX2:=.-^:^^^y YLfZo 13 1 t^isv^T. 2-C-ole-c 
PA(i2-0-carba-cPA :t V ^ 7^ ;V L. 2-C-pal-cPA{i2-0-carba-cPA 

/N*;V5 f->^:E-XT-;V$r^b. 2-C-Apal-cPAi±2-0-carba-cPA >'^°;^5 M/^ 
>m>3^;;^-r;V*^L. 3-C-ole-cPA (irblStW {i3-0-carba-cPA :^\y^>mJ^:^ 

cPA25.mPA{i. 0.1% fatty-acid free BSA (SIGMA) ^^isVBSf^XymLX 
[0 0 7 0] 

f^^^miK^iTo IFAKX-^XW^^f^^SiM (transcellular migration) 

KM-r^. c?k^^mmi^<o^^miLfzt:i:b. miK^Lfzi^i^. y^) 

-b n - ;v#^&<7)sn-2e<^0«rCH2l-g^^ t /i2-C-cPAti. sn-3&<^)0=£^CH2^-em 
Ly^::3-C-cPAfc|WI^^tc5i<v5:il=&3qi^JL/io tfz. X^i^cPkXii. sn-HSlC/N* 
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[0 0 7 1] 

mill 

m 1 LPAt;J:o'r^^$tL;5>aill-^-r'&c^A'a'^M^'^<^J^#«rIn vitro 
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mm} 

[MM] •lrn-;i/#^&c7)sn-2fi<^0=^CH2t-fiJ^t7^iffm^'lt3t=S::#1-^ 

m^^m Tia^ (I) : 

o 

CH2-0-C-R 
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m m A 



[500038570] 
l.'^S^^H 2000^ 1^270 

5c ^ 



